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proliferation of B cells activated by anti-IgM, anti- 
CD20, or TPA stimulation, but was not co- stimulatory with B 
cell growth factor (BCGF) , interleukin 1, or interleukin 2. The 
signal did not depend on the Fc portion of the antibody, because 
F(ab*)2 fragments of anti-Bp50 were also functionally active. Both 
anti-Bp50 and a low mol. wt . BCGF prepn. were similar in that both 
were co-stimulatory with the same agents and both anti-Bp50 and BCGF 
affected activated B cells but not resting B cells. However, a 
panel of B cell malignancies differed in their responsiveness to 
anti-Bp50 vs. BCGF: some tumors proliferated in response to 
anti-Bp50 but not BCGF, whereas other tumors had the opposite 
pattern. Bp50 had several properties in common with HLA class II 
mols.: both Bp50 and class II were expressed at lower levels on 
blood B cells than on tonsillar B cells; the expression of both Bp50 
and class II was increased after activation of blood B cells with 
TPA or anti-IgM; and the expression of both Bp50 and class II was 
increased after activation of non-T, non-B acute leukemias 
with BCGF. Thus, class II and Bp50 expression may be under common 
regulatory control . 
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This report contains some of the more interesting studies presented 
from the many poster sessions at this year's American Society of 
Clinical Oncology meeting. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB We report the radioimmunotherapy of mouse B-cell lymphoma, BCLl, 

using a panel of ant i -B-cell monoclonal antibodies (MoAb) 
(anti-CD19, anti-CD22, anti-major histocompatibility complex (MHC) 
II, and anti-idiotype (Id) radiolabeled with 131-iodine. When 
administered early in disease (day 4), the I-131-anti-MHCII 
MoAb cured tumors as a result of targeted irradiation alone, the 
unlabeled MoAb being nontherapeutic. In contrast, I-131-anti-Id, 
despite targeting irradiation and having therapeutic activity as an 
unconjugated antibody, protected mice for only 3 0 days; 
I-131-anti-CD19 and anti-CD22 were therapeutically inactive. Binding 
and biodistribution studies showed that the anti-Id, unlike 
anti-MHCII, MoAb was cleared from target cells in vivo and delivered 
4 times less irradiation to splenic tumor. Treating later in the 
disease (day 14) increased tumor load and produced the expected 
reduction in therapeutic activity with the anti-MHCII, but 
surprisingly, allowed I -131 -anti -Id to cure most mice. This 
unexpected potency of I-131-anti-Id late in the disease appeared to 
result from the direct cytotoxicity of the anti-Id MoAb, which was 
more active in established disease, in combination with targeted 
irradiation. We believe the ability of targeted irradiation and 
certain cytotoxic MoAb to work cooperatively against tumor in this 
way has important implications for the selection of reagents in 
radioimmunotherapy of B-cell lymphoma. (C) 1999 by The American 
Society of Hematology. 
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The need for better chemotherapeutic interventional modalities with 
adjunctive biotherapy and/or immunotherapy to confront oncologic 
disease processes will continue into the new millennium. 
Unfortunately, existing problems encountered as a consequence to 
chemotherapy centering on acute tumor lysis syndrome (ATLS) will 
also continue. ATLS results when cytotoxic agents lyse, or lacerate, 
outer plasma membranes of numerous cancerous cells. Eventually, 
their contents spiel into the bloodstream, indirectly causing kidney 
damage. This article reviews the induction of ATLS caused by 
cytotoxic agents and its prevention and/or control. The association 
of ATLS with the administration of chemotherapeutic agents 
must be considered when treating various types of cancer. 
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anti-CD20) immunotherapy relative to specific 

subtypes of low-grade lymphoprolif erative disorders/non-Hodgkin ' s 
lymphomas (LPD/NHL) . Forty-eight patients with resistant or relapsed 
disease completed the IDEC-C2B8 infusion schedule of 375 mg/m2/wk x 
4 wk. The LPD/NHL subtypes included: (a) follicular centre cell 
lymphoma (FCC) in 22 patients; (b) mantle cell lymphoma (MCL) in 10; 
(c) 1 diffuse large cell lymphoma (DLCL) ; and (d) the category of 
small lymphocytic lymphoma/ chronic lymphocytic leukaemia 
(SLL/CLL) and related disorders in 15 patients. No patient 
obtained a complete remission. Ten patients (21%) achieved partial 
remission: 6 FCC, 2 MCL, 1 DLCL and 1 patient from the SLL/ 
CLL group. Twenty-eight patients had stable disease and 10 
progressed during immunotherapy. In patients with CLL and 
MCL in leukaemia phase, there was no correlation between 
the marked decrease in circulating neoplastic cells following 
antibody infusions and amelioration of the tumour burden. The 
results suggest that the subtype of LPD/NHL and the intensity of 
CD20 on the tumour cells influence the effectiveness of IDEC-C2B8. 
The antibody was most efficacious against FCC lymphoma. The efficacy 
(at the dose schedule of 375 mg/m2/wk x 4) against MCL and SLL/ 
CLL appeared to be limited, however. 
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AB In patients with malignancies and immune disorders expressing Tac 
(alpha chain of the interleukin 2 receptor; CD25) , physiologic 
shedding of this receptor may lead to high blood levels of the 
soluble form (sTac) . This system was used to model the interaction 
of soluble antigen with antibody in therapeutic settings and to 
develop rational principles to optimize the delivery of antibody to 
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tumor target cells. First, we confirmed that sTac in vivo can block 
anti-Tac binding sites and diminish antibody binding to Tac+ cells. 
Second, the bioactivity of antibody in vivo correlated directly with 
the amount of antibody infused and inversely with the sTac 
concentration. Third, bindability of antibody declined in the hours 
and days after anti-Tac infusion in patients. Finally, tumor 
targeting was achieved even in the presence of excess sTac, 
demonstrating a partition of antibody between soluble and cell -bound 
antigen. A role is proposed for the Brambell receptor (FcRB) to 
delay saturation of human or chimeric 

antibodies via differential catabolism of antigen-antibody 
complexes. Principles are developed for predicting activity of 
administered antibody in the presence of soluble antigen to 
assist in dose selection in passive, radioimmuno and immunotoxin 
therapies . 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB Significant advances have been made in the application of 

monoclonal antibody-based therapies to the treatment of patients 
with lymphoma. The most promising areas appear to be the use of 
unconjugated monoclonal antibodies and the use of radiolabeled 
monoclonal antibodies. The recent approval by the US Food and Drug 
Administration (FDA) of rituximab (Rituxan) , an 
unconjugated chimeric antibody against the CD20 antigen for the 
treatment of relapsed low-grade or follicular B-cell non-Hodgkin» s 
lymphoma marked a milestone in the development of these 
antibody-based treatments. Other new drug applications to the FDA 
are pending using both unconjugated and radiolabeled monoclonal 
antibodies, and it is anticipated that further new treatment options 
based on monoclonal antibody technology will soon be available for 
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the treatment of patients with non-Hodgkin • s lymphoma. Forthcoming 
clinical trial results combining these new agents with current 
therapies are needed to determine if the addition of these new 
biologic agents to our armamentarium against lymphoma will alter the 
natural history of this disease for our patients. The most promising 
of these treatments and the comparison of these strategies are 
reviewed here . 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Background. Nd2 is a murine monoclonal antibody (MoAb) directed 

against purified mucins of the human pancreatic cancer cell line 
SW1990. The authors previously reported promising results with Nd2 
.._ fQ_r immunptargeting pancreatic ca^^ murine MoAb s induce 

human anti-mouse antibodies (HAMAs) , a serious problem for clinical . 
use. Mouse/human chimeric antibodies 

may be less immunogenic and therefore reduce the incidence of HAMAs . 
In this study, the binding affinity, tumor specificity, 
biodistribution, and immunoimaging of chimeric Nd2 were evaluated. 

Methods. The affinity of chimeric Nd2 was evaluated by 
competition radioimmunoassay and Scat chard analysis using 
I-125-chimeric Nd2, I-125-murine Nd2, and SW1990 mucin. 
Immunoreactivity against pancreatic cancer tissues was examined 
histochemically by the avidin-biotin peroxidase complex method. The 
biodistribution of the MoAbs was examined in athymic nude mice 
bearing SW1990 xenografts that were administered 

intravenous I-125-labeled chimeric or murine Nd2 . In-lll-chimeric 
Nd2 was injected into the same xenograft models, and scintigrams 
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were obtained on day 3 . 

Results. Affinity analysis and immunohistochemical studies ' showed 
that chimeric Nd2 had the same affinity to SW1990 mucin and the same 
specificity for pancreas cancer tissues as murine Nd2 . Intravenous 
administration of I -125 -chimeric Nd2 resulted in a maximum 
tumor accumulation of 43% of the initial dose/gram of tumor, which 
was almost identical to the accumulation of I-125-murine Nd2 . 
Distinct immunoscintigrams of tumors in nude mice were obtained with 
In-lll-chimeric Nd2 . 

Conclusion. Chimeric Nd2 may have clinical potential in the 
radioimmunodetection and immunotherapy of pancreatic cancer. 

L19 ANSWER 10 OF 12 EMBASE COPYRIGHT 2000 ELSEVIER SCI. B.V. 
ACCESSION NUMBER: 94182058 EMBASE 
DOCUMENT NUMBER: 1994182058 

TITLE: Myeloablative therapy with autologous bone marrow 

transplantation as consolidation therapy for 

recurrent follicular lymphoma. 
AUTHOR: Rohatiner A.Z.S.; Johnson P.W.M.; Price C.G.A.; 

Arnott S.J.; Amess J.A.L./ Norton A.J.; Dorey E.; 

Adams K. ; Whelan J.S.; Matthews J.; MacCallum P.K.; 

Oza A.M.; Lister T.A. 
CORPORATE SOURCE: ICRF Department of Medical Oncology, St. 

Bartholomew's Hospital, West Smithfield, London ECIA 

7BE, United Kingdom 
SOURCE: Journal of Clinical Oncology, (1994) 12/6 

(1177-1184) . 

ISSN: 0732-183X CODEN: JCONDN 
COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 016 Cancer 

025 Hematology 

037 Drug Literature Index 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB Purpose: To assess myeloablative therapy with autologous bone marrow 
transplantation (ABMT) in younger patients with follicular lymphoma 
in the hope of prolonging remission duration and survival. Patients 
and Methods: Since June 1985, 64 patients with follicular lymphoma 
have received cyclophosphamide (CY) 60 mg/kg x 2 and total -body 
irradiation (TBI) 2 Gy x 6 supported by ABMT as consolidation of 
second or subsequent remission. The marrow mononuclear cell (MNC) 
fraction was treated in vitro with three cycles of the monoclonal 
antibody (MAb) anti-CD20 and baby rabbit 

complement before cryopreservation. At the time of treatment, 34 
patients were in complete remission (CR) , and 30 had residual 
disease present. Results: The median time to engraftment was 28 days 
(range, 15 to 46) for both a neutrophil count greater than 0.5 x 
109/L and a platelet count greater than 20 x 109/L. Engraftment did 
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not occur in one patient who died at 12 weeks, and three patients 
(excluded from the range) have had delayed recovery {> 6 months) of 
RBCs and platelets. Fifty two patients are alive; three died as a 
consequence of the transplant procedure, two died in remission from 
other causes, and seven died of recurrent lymphoma. There was a 
significant correlation between survival and the total number of 
episodes of treatment required during the course of the illness 
(.Itoreq. three v > three, P = .01) . With a median follow-up 
duration of 31/2 years, 35 patients continue in remission between 1 
and 8 years, and 24 have developed recurrent lymphoma, five with 
evidence of transformation to high-grade histology. Freedom from 
recurrence did not correlate with the time from diagnosis, the 
number of previous treatments, the presence or absence of residual 
disease at the time of treatment, or during which specific remission 
the treatment was given (second v > second) . However, comparison 
with an age-matched, remission-matched, historical control group 
shows a significant advantage in favor of treatment with CY plus TBI 
plus ABMT (P = .001); currently, there is no difference in survival. 
Conclusion: These results are encouraging, although preliminary; it 
remains to be established whether this treatment prolongs survival. 
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A human/mouse chimeric monoclonal 
antibody specific for a common acute lymphcytic 
leukemia antigen was efficiently obtained by ligating human 
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heavy-chain enhancer element to the chimeric heavy- and light-chain 
genes. Cell binding and competitive inhibition assays of both 
radioiodine and indium-Ill- (lllln) labeled chimeric antiodies 
demonstrated in vitro immunoreactivity identical with that of the 
parental murine monoclonal antibodies. The biodistribution of the 
radiolabeled chimeric antibody in tumor-bearing nude mice was 
similar to that of the parental murine antibody. Tumor accumulation 
of radioiodinated parental and chimeric antibodies was lower than 
thta of lllln-labeled antibodies, probably because of dehalogenation 
of the radioiodinated antibodies. Indium-lll-labeled chimeric 
antibody clearly visualied xenografted tumor. These results suggest 
that a human/mouse chimeric antibody 

can be labeled with lllln and radioiodine without the loss of its 
immunoreactivity, and that chimeric antibody localizes in vivo in 
the same way as the parental murine antibody. 
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AB The in vivo adiainistration of a recently described 
recombinant human -mouse chimeric 
antibody specific for a hviman common acute 
lymphocytic leukemia antigen (cALLA) caused significant 
inhibition of the tumorigenic growth of human leukemic 
cells (Manca cells, expressing cALLA on the surface) which were 
implanted into nude mice. Intratumor as well as intraperitoneal 
administration of the human-mouse chimeric 
antibody repressed the tumor growth of Manca cells in nude 
mice. In order to investigate the in vivo localization of the 
antibody molecules, the chimeric antibody was labeled with 
radioiodine (1311) and injected into nude mice transplanted with 
Manca cells. The labeled antibody was significantly localized in the 
tumor and the location of the tumor was successfully visualized by 
scintiphotoscanning. These results indicated that the recombinant 
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hiaman- mouse chimeric antibody can exert 

a significant antitumor effect in vivo and can be utilized for 

radio- immuno imaging. Since the chimeric human 

-mouse monoclonal antibody would be expected to have a 

much lower antigenicity to humans and much higher efficiency in the 

interaction with human effector cells, such recombinant 

chimeric antibodies may be beneficial for 

immunotherapy and immunoimaging of cancer patients. 
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Purpose: Ritiiximab was recently approved for use in relapsed, 
low-grade non-Hodgkin* s lymphoma; however, few data exist regarding 
the safety of this agent in patients with a high no. of tumor cells 
in the blood. Methods and Results: After the observation at our 
institution of a rapid redn. of peripheral -blood tumor cells with 
assocd. severe pulmonary infusion-related toxicity in two patients 
with refractory hematol. malignancies, data on 
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three addnl. cases were collected from physician-submitted reports 
of adverse events related to rituximab treatment. Five 
patients with hematol . malignancies possessing a 
high no. of blood tumor cells were treated with rituximab 
and developed rapid tumor clearance. The median age was 68 yr 
(range, 26 to 78 yr) . Patients were diagnosed with B-cell 
pro- lymphocytic leukemia (n = 2) , chronic lymphocytic 
leukemia (n = 2) , or transformed non-Hodgkin' s lymphoma (n = 
1) . All of these patients had bulky adenopathy or organomegaly. 
All five patients developed a unique syndrome of severe 
infusion-related reactions, thrombocytopenia, rapid decrement in 
circulating tumor cell load, and mild electrolyte evidence of tumor 
lysis, and all required hospitalization. In addn. , one patient 
developed ascites. These events resolved, and four patients were 
subsequently treated with rituximab without significant 
complications. Conclusion: Rituximab administration in patients who 
have a high no. of tumor cells in the blood may have an increased 
likelihood of severe initial infusion-related reactions. These data 
also suggest that rituximab may have activity in a variety of other 
lymphoid neoplasms, such as chronic lymphocytic leukemia 
and B-cell pro- lymphocytic leukemia. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB Thioredoxin (TRX) is a potent protein disulfide oxidoreductase 

important in antioxidant defense and regulation of cell growth and 
signal transduction processes, among them the production of nitric 
oxide. We report that lung TRX and its reductase, TR, are 
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specifically upregulated at birth by 0-2. Throughout the third 
trimester, mRNAs for TRX and TR were expressed constitutively at low 
levels in fetal baboon lungs. However, after premature birth (125 or 
140 of 185 days gestation) , lung TRX and TR mRNAs increased rapidly 
with the onset of 0-2 or air breathing. Lung TRX mRNA also increased 
in lungs of term newborns with air breathing. Premature animals (140 
days) breathing 100% 0-2 develop chronic lung disease within 7-14 
days. These animals had greater TRX and TR mRNAs after 1, 6, or 10 
days of life than fetal control animals. In 140-day animals given 
lesser 0-2 concentrations (as needed) who do not develop chronic 
lung disease, lung TRX and TR mRNAs were also increased on days 1 
and 6 but not significantly on day 10. In fetal distal lung explant 
culture, mRNAs for TRX and TR were elevated within 4 h in 95% 0-2 
relative to 1% 0-2, and the response was similar at various 
gestations. In contrast, TRX protein did not increase in lung 
explants from premature animals (125 or 140 days) but did in those 
from near-term (175-day) fetal baboons after exposure to hyperoxia. 
However, lung TRX protein and activity, as well as TR activity, 
eventually did increase in vivo in response to hyperoxia (6 days) . 
Increases in TRX and TR mRNAs in response to 95% 0-2 also were 
observed in adult baboon lung explants. When TRX redox status was 
determined, increased 0-2 tension shifted TRX to its oxidized form. 
Treatment of lung explants with actinomycin D inhibited TRX 
and TR mRNA increases in 95% 0-2, indicating transcriptional 
regulation by 0-2. The acute increase in gene expression for both 
TRX and TR in response to 0-2 suggests an important role for these 
proteins during the transition from relatively anaerobic fetal life 
to 0-2 breathing at birth. 
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AB In the absence of curative therapy for NHL, the objective 
of treatment is to achieve control oft he disease for a 
meaningful duration and provide relief of tumor -related symptoms 
without undue toxicity. Treatment with Rituximab is a 
brief, 22 -day outpatient therapy with limited adverse 
events in most patients. In clinical studies, 50% of evaluable 
relapsed or chemotherapy refractory low-grade or follicular NHL 
patients achieved complete or partial responses. These responses 
were durable without maintenance therapy; the median TIP 
for responders was 13.2 months and the median duration of response 
was 11.6 months in the pivotal study. Rituximab is approved as a 
safe and effective treatment for patients with relapsed 
low- grade or follicular B-cell NHL. It has significant clinical 
activity, a novel mechanism of action, and compares favorably with 
alternative therapies in response rate and response 

duration. Completion of ongoing studies will better define the role 
of alternative Rituximab regimens and Rituximab in the 
treatment of other CD20+ B-lymphocyte malignancies. 
Radioimmunotherapy with IDEC-Y2B8 may also be added as a 
therapeutic option for NHL patients in the near future. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB Rituximab (Mabthera(R) Rituxan(R)) is a genetically engineered 

chimeric murine/human monoclonal antibody directed against the CD20 
antigen found on the surface of normal and malignant B lymphocytes; 
it has recently been licensed in the United States and Europe as a 
novel antibody therapy for patients with relapsed or 
refractory low-grade or follicular, CD20 positive, B-cell 
non-Hodgkin' s lymphoma (NHL). Preclinical studies have shown that 
ritviximab specifically recognizes the CD20 antigen, can induce human 
effector mechanisms in vitro, and effectively depletes B cells in 
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cynomolgus monkeys with limited toxicity. Previous clinical studies 
have demonstrated that 4 infusions of 375 mg/m(2) rituximab given 
over a 22 -day period in patients with low-grade NHL is effective, 
with an overall response rate of 50%. Adverse events associated with 
treatment are primarily mild and are most frequent with the 
first infusion, decreasing with subsequent infusions. B cells are 
effectively depleted during treatment: Levels return to 
normal ranges between 9 and 12 months post- treatment . 
Immunoglobulin levels of IgM, IgG, and IgA remain within the normal 
range. A human anti-chimeric antibody response has been detected in 
only less than 1% of patients treated and has not 
interfered with treatment. Rituximab offers a novel, 
effective, well-tolerated alternative treatment for NHL 
compared with existing therapies. The clinic al success of 
rituximab reinforces the promising potential of a nti body 
therapy . 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB Purpose: The CD20 antigen is expressed on more than 90% of B-cell 

lymphomas, it is appealing for targeted therapy, because 
it does not shed or modulate. A chimeric monoclonal antibody more 
effectively mediates host effector functions and is itself less 
immunogenic than are murine antibodies. 

Patients and Methods: This was a multiinstitutional trial of the 
chimeric anti-CD20 antibody, IDEC-C2B8. Patients with relapsed low 
grade or follicular lymphoma received on outpatient 
treatment course of IDEC-C2B8 375 mg/m(2) intravenously 
weekly for four doses. 

Results: From 31 centers, 166 patients were entered. Of this 
intent-to-treat group, 48% responded. With a median 
follow-up duration of 11.8 months, the projected median time ta 
progression for responders is 13.0 months. Serum antibody levels 
were sustained longer after the fourth infusion than after the 
first, and were higher in responders and in patients with lower 
tumor burden. The majority of adverse events occurred during the 
first infusion and were grade 1 or 2; fever and chills were the most 
common events. Only 12% of patients had grade 3 and 3% grade 4 
toxicities. A human antichimeric antibody was detected in only one 
patient . 

Conclusion: The response rate of 48% with IDEC-C2B8 is comparable 
to results with single-agent cytotoxic chemotherapy. Toxicity was 
mild. Attention needs to be paid to the rate of antibody infusion, 
with titration according to toxicity. Further investigation of this 
agent is warranted, including its use in conjunction with standard 
chemotherapy. J Clin Oncol 16:2825-2833. (C) 1998 by American 
Society of Clinical Oncology. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Background, Monoclonal antibodies are being utilized for 

treatment of patients with low-grade non-Hodgkin ' s lymphoma 
as well as other cancers. Results from phase I and II clinical 
studies has shown that the chimeric monoclonal antibody Rituximab 
has minimal toxicity and significant therapeutic activity 
in low grade non-Hodgkin* s lymphoma. 

Patients and methods: We have recently reported on a multicentre 
pivotal phase III clinical trial involving 166 patients with 
recurrent low-grade lymphoma who were treated with four 
infusions of Rituximab. Eighty patients (48%) achieved objective 
responses including 10 patients (6%) with complete responses. 
Overall, 126 patients (76%) had a greater than or equal to 20% 
reduction in overall tumor size. The median response duration and 
time to progression are 11.6 and 13.2 months, respectively. The 
infusional and long term toxicities were limited. 

Results. In this report we describe the pharmacokinetic data 
obtained on these patients. Measurable concentrations of Rituximab 
were detected in all patients after the first infusion and increased 
throughout the treatment course. The half -life of the 
monoclonal antibody increased from 76.3 hours after the first 
infusion to 205.8 hours after the fourth infusion and was 
concomitant with a four-fold decrease in the antibody clearance. At_ 
three months and six months post -treatment, the median 
Rituximab serum levels were 20.3 mu g/ml (range 0.0 to 96.8 mu g/ml 
in 104 patients) and 1,3 mu g/ml (range 0.0-28.7 mu g/ml in 13 
patients) , respectively. A statistically significant correlation was 
found between the median antibody concentration and response for 
multiple time points during the treatment and followup. 
The mean serum antibody concentration was also inversely correlated 
with measurements of tumor bulk and with the number of circulating B 
cells at baseline. 

Conclusions. We conclude that Rituximab is 
therapeutically effective against B-cell lymphoma. 

Pharmacokinetic data suggests that certain subsets of patients may 
possibly benefit from increased dosing and studies to address this 
are currently underway. 
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histocompatibility antigen correlate with a patient's 
rejection of a bone marrow graft from a serologically 
HLA- identical sibling. 
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We describe the case of a patient with chronic myeloid 
leukemia who rejected a bone marrow (BM) graft from a 
sibling donor believed to be HLA identical. Sequencing of the HLA 
genes showed the mother to be heterozygous for two closely related 
HLA haplotypes that could not be resolved by serological typing. The 
donor and the recipient had each inherited a different maternal 
haplotype resulting in allelic mismatches for the HLA-B35 and the 
HLA-DRll genes. T cell cytotoxicity directed towards the donor's B35 
allele was detected in the patient, in addition to CTL specificity 
for an HIiA-B7-restricted minor histocompatibility antigen carried by 
the donor, resulting in three histocompatibility mismatches between 
the BM donor and the recipient. 



AUTHOR 



CORPORATE SOURCE: 

CONTRACT NUMBER: 
SOURCE : 



PUB. COUNTRY: 

LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY WEEK: 
AB 



L27 ANSWER 10 OF 24 
ACCESSION NUMBER: 
THE GENUINE ARTICLE: 
TITLE : 

AUTHOR : 



CORPORATE SOURCE: 



COUNTRY OF AUTHOR: 
- SOURCE : 

r DOCUMENT TYPE: 



SCISEARCH COPYRIGHT 2000 ISI (R) 
96 : 340185 SCISEARCH 
UH142 

RADIOIMMUNOTHERAPY OF RELAPSED B-CELL LYMPHOMA WITH 
YTTRIUM- 90 ANTIIDIOTYPE MONOCLONAL -ANTIBODIES 
WHITE C A (Reprint); HALPERN S E; PARKER B 
A; MILLER R A; HUPF H B; SHAWLER D L; COLLINS H A; 
ROYSTON I 

SIDNEY KIMMEL CANC CTR & SHARP HEALTHCARE, 3099 SCI 
PK RD, SUITE 200, SAN DIEGO, CA, 92121 (Reprint); 
UNIV CALIF SAN DIEGO, SAN DIEGO, CA, 92103; VET ADM 
MED CTR, SAN DIEGO, CA, 92161; IDEC PHARMACEUT CORP, 
SAN DIEGO, CA, 00000; HYBRITECH INC, SAN DIEGO, CA, 
00000 
USA 

BLOOD, (01 MAY 1996) Vol. 87, No. 9, pp. 3640-3649. 
ISSN: 0006-4971. 
Article; Journal 

Searcher : Shears 308-4994 



09/436347 



FILE SEGMENT: LIFE; CLIN 

LANGUAGE: ENGLISH 

REFERENCE COUNT: 34 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Tumor- specif ic anti-idiotype (anti-Id) monoclonal antibodies 

(MoAbs) to B-cell lymphomas have been administered to patients, 
resulting in significant clinical responses. However, clinical 
responses have been limited by the emergence of Id-negative 
lymphoma. To overcome the problem of tumor heterogeneity, we 
conducted a pilot evaluation of the safety and effectiveness of 
yttrium 90 {Y-90) -labeled anti-Id and shared Id (sId) MoAbs in 
non-Hodgkin' s B-cell lymphoma, Nine patients with relapsed B-cell 
lymphoma in whom tumor was successfully targeted with In-lll-labeled 
anti-Id MoAb were treated with Y-90-labeled anti-id MoAb. 
A total of 19 courses (one to four per patient) were administered 
using 1,000 to 2,320 mg unlabeled clearing MoAb and 10 to 54 mCi 
Y-90 MoAb per patient. Two of nine patients had a complete response, 
one a partial response, three stable disease, and three disease 
progression. Time to progression varied from 1 to 12 months. 
Toxicities were predominately hematologic, and only one patient 
developed infection and required transfusion. At progression, three 
of five assessable patients had Id-positive lymphoma and two had 
Id-negative lymphoma. Human antimouse antibodies (HAMA) did not 
develop in the patients after treatment, Y-90 anti-Id 
MoAbs demonstrated excellent in vivo stability, produced 
significantly tumor regression in three of nine patients, exhibited 
acceptable toxicities, and elicited no HAMA formation. Further 
investigation of repetitive, low-dose Y-90 anti-Id and MoAb 
therapy is warranted; however, the advantages of a pan B 
MoAb may prove the latter to be the agent of choice for the 
radioimmunotherapy of B-cell lymphoma. (C) 1996 by The American 
Society of Hematology. 
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AB A patient with gestational trophoblastic neoplasm failed 
treatment with several standard chemotherapy regimens and 
had progressive disease with development of lung and brain 
metastases and a rising HCG level. Following resection of the 
metastases and whole -brain radiotherapy she was treated 
with high-dose etoposide and cyclophosphamide. She promptly attained 
a complete remission and remains free of disease 15 months after 
completion of therapy. This regimen, although initially 
developed for leukemia and lymphoma treatment, 
has potential as a therapy for refractory gestational 
trophoblastic neoplasm because it delivers high doses of agents very 
active in this disease. 
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AB Cerebral mucormycosis is a rare disorder caused by several genera of 
the family Mucoraceae. The genera Rhizopus, Absidia, and Mucor are 
the predominant pathogenic groups. Disease caused by these organisms 
usually complicates an underlying chronic illness, such as diabetes 
mellitus or malignancy. Cerebral involvement usually occurs from an 
ascending infection from the paranasal sinuses via the orbit and is 
usually associated with poorly controlled diabetes. The pulmonary 
system is the most common site of infection in patients with 
leukemia. Isolated cerebral mucormycosis not associated with 
head trauma or intravenous drug abuse is a rare disorder. We report 
what we believe to be the first successfully treated case 
of isolated cerebral mucormycosis in a patient with acute 
lymphocytic leukemia in remission. 
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We describe for the first time a case report documenting a chronic 
myelogenous leukemia (CML) patient who developed a blast 
crisis of natural killer (NK) lymphocytes. Many of the blasts 
exhibited large granular lymphocytic (LGL) morphology. Single 
parameter immunophenotyping results determined that the granulated 
as well as the agranulated blast cells were NK lymphocytes (CD45, 
NKHl, CD2, LEU 17, and CD16 positive; CD3 , CDS, and LEU 7 negative). 
Dual parameter flow cytometric testing also determined that some of 
the blasts expressed the CDllb and CDllc markers as reported for 
some types of NK lymphocytes. Approximately 10% of the cells were in 
the S phase of the cell cycle as determined by a modified Vindelov 
DNA content analysis test and may theoretically reflect some of 
those cells expressing CDllb and CDllc. The cells did not express in 
vitro NK lymphocyte functional activity against a K562 target and 
therefore similar to other reported cases of presumably immature NK 
lymphocytic leukemias. The NK lymphocyte blast crisis was 
successfully treated with vincristine and prednisone. The 
patient's disease eventually relapsed and transformed to a 
progenitor stem cell before she died (CD45, 13, CD3 8, and CD34 
positive) . The flow cytometric immunophenotyping results contributed 
significantly as an important adjunct in determining the appropriate 
diagnosis, helping to select the type of therapy, and 
monitoring the patient with this unusual type of blast crisis. 
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AB A review with 3 9 refs. 
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Leyland- Jones B 
Investigational Drug Branch, National Cancer 
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Trimetrexate is a 2 , 4-diaminoquinazoline inhibitor of dihydrof olate 
reductase (DHFR) which is cytotoxic in vitro and in vivo to several 
tumors resistant to methotrexate. It is more lipophilic than the 
parent antifolate, and is not transported by the reduced folate 
carrier. These features promise activity greater than that of 
methotrexate in the clinic; its inability to undergo 
polyglutamylation may also enhance the therapeutic index. 
In preclinical models, the activity of trimetrexate was highly 
schedule dependent, being superior on repeated dose schedules. Phase 
I studies have demonstrated that myelosuppression is the major toxic 
effect of trimetrexate on all schedules tested in man. Phase II 
studies will evaluate a 5-day schedule initially; trials in multiple 
tumor types and examination of the role of schedule are already 
under way. 
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AB Trimetrexate is a 2 , 4-diaminoquinazoline inhibitor of dihydrof olate 
reductase (DHFR) which is cytotoxic in vitro and in vivo to several 
tumors resistant to methotrexate. It is more lipophilic than the 
parent ant if olate, and is not transported by the reduced folate 
carrier. These features promise activity greater than that of 
methotrexate in the clinic; its inability to undergo 
polyglutamylation may also enhance the therapeutic index. 
In preclinical models, the activity of trimetrexate was highly 
schedule dependent, being superior on repeated dose schedules. Phase 
I studies have demonstrated that myelosuppression is the major toxic 
effect of trimetrexate on all schedules tested in man. Phase II 
studies will evaluate a 5-day schedule initially; trials in multiple 
tumor types and examination of the role of schedule are already 
under way. 
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AB Amsacrine is an antileukemia drug being widely used in North 

America, Europe, Australia, and New Zealand. In the initial clinical 
trials, patients treated with amsacrine developed 
occasional instances of acute cardiac arrhythmias and 
cardiomyopathy. We review and analyze the features of cardiac 
abnormalities associated with amsacrine in 82 patients, 2 7 of whom 
have not been previously reported. The rest have been reported in 
the literature, but we have included a large amount of additional 
information about these patients in our analysis. We conclude that 
amsacrine-related cardiac events are less common than those related 
to anthracycline chemotherapeutic agents. Manifestations of such 
toxicity include ECG abnormalities, ventricular and atrial 
arrhythmias, sudden death, and congestive heart failure. There is 
little or no cumulative dose effect. Hypokalemia may be a risk 
factor for development of serious tachyarrhythmias, but such 
problems can occur despite a normal serum potassium level. Amsacrine 

r appears to affect depolarization and repolarization of the heart. 
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but the mechanism is unknown. 
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CI -921, a 4,5-disubstituted analog of amsacrine, has been selected 
for clinical testing because of its experimental activity in vitro 
and in vivo against solid tumors as well as leukemias. In 
studies conducted by Baguley and co-workers, CI -921 demonstrated 
activity against Lewis lung carcinoma in vivo, producing marked 
increases in life span and a high proportion of 60-day survivors. An 
intermittent schedule of administration was more effective than a 
daily X 5 or daily X 9 schedule. In pharmacokinetic studies in dogs, 
CI -921 achieved higher plasma concentrations and was cleared more 
slowly than amsacrine. CI-921 is readily soluble in water and may 
have antitumor activity when administered orally. Animal toxicology 
studies indicate that dose-related, reversible leukopenia and 
thrombocytopenia occur, as well as gastrointestinal toxicity, 
elevation of alkaline phosphatase and generalized lymphoid 
depletion. Phase I clinical testing of a parenteral formulation is 
in progress . 
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The effect of human interferon (HuIFN) -.alpha, and -.beta, on the 
proliferation and differentiation induced by DMSO of HL-60 human 
promyelocytic leukemia cells into mature granulocytes was 

Searcher : Shears 308-4994 



L27 ANSWER 19 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 



Grossberg, 
Collect . , 
, 5369-73 



09/436347 



studied. Neither HuIFN- .alpha, nor -.beta., alone, from 1 to 1000 
lU/mL, nor the homologous mock HuIFN prepns . affected HL-60 cell 
differentiation or proliferation. Although the combination of 
HuIFN- .alpha. (10 to 1000 lU/mL) with DMSO also did not affect the 
proliferation or differentiation of HL-60 cells, the addn. of 
HuIFN-. beta. (1000 lU/mL) and DMSO (1.25%) to growing cultures 
reduced cell viability as much as 14% of that obsd. for cells 
treated with DMSO alone or to 4% of that obsd. for either 
untreated cells or those treated with HuIFN-. beta, alone. 
The cytotoxic effect declined with decreasing concns. of 
HuIFN- .beta. . The cytotoxic effect of DMSO and HuIFN-. beta, was 
exerted only as cells began to differentiate. Removal of 
HuIFN-. beta, at day 2 did not reverse the cytotoxic effect, and 
addn. of HuIFN-. beta, at day 2 did not inhibit cell proliferation. 
Addn. of HuIFN-. beta, to postmitotic cells on day 4 after DMSO 
treatment did not affect proliferation but did slow 
differentiation. The cytotoxic and antidif f erentiative effects of 
naturally produced HuIFN-. beta, were confirmed with highly purified 
recombinant HuIFN- . beta . . Undifferentiated HL-60 cells were 
resistant to the antiviral effects of HuIFN- .beta. , requiring 4 to 6 
times the concn. to protect 50% of the cells against vesicular 
stomatitis virus as that needed to produce a cytotoxic or 
antidif f erentiative effect. The profoundly cytotoxic effects of 
HuIFN-. beta, reported here may provide a model to study this 
interferon in combination with inducers of leukemia cell 
differentiation as a possible strategy in cancer therapy. 

L27 ANSWER 20 OF 24 MEDLINE DUPLICATE 12 

ACCESSION NUMBER: 8513 84 99 MEDLINE 
DOCUMENT NUMBER: 85138499 

TITLE: Neurologic complications of bone marrow 

transplantation. 
AUTHOR: Patchell R A; White C L 3d; Clark A W; 

Beschorner W E; Santos G W 
CONTRACT NUMBER: CA-153 96 (NCI). . 

SOURCE: NEUROLOGY, (1985 Mar) 35 (3) 300-6. 

Journal code: NZO. ISSN: 0028-3878. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE : Engl i sh 

FILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 

ENTRY MONTH: 198506 

AB Among 78 patients who died after bone marrow transplantation, 

neurologic complications were present in 55 (70%) and were the cause 
of death in 5 (6%) . Metabolic encephalopathy occurred in 29 patients 
(37%). CNS infections included aspergillosis (3), herpes simplex 
encephalitis (2), and Listeria monocytogenes meningitis (1). Six 
additional patients had neuropathologic changes possibly due to 
\ cytomegalovirus infection. Cerebrovascular complications occurred in 
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five patients (two hemorrhages and three infarcts) . All infarcts 
were associated with endocarditis. The rate of nonbacterial 
thrombotic endocarditis was significantly higher (p less than 0.001) 
than in the general autopsy population. CNS leukemia and 
therapy- induced injury were rare. There was no evidence of 
graft -versus -host disease involving the CNS. 
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Twenty- six adults with refractory leukemia were 
treated with amsacrine gluconate, a new formulation. There 
were two complete and two partial remissions. This preparation has 
no apparent advantage when compared with amsacrine lactate. 
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1. Diaziquone is an aziridinylbenzoquinone with properties 
suggestive of an alkylating agent. The drug has shown broad 
antitumor activity against numerous transplantable murine tumors 
including curative activity against several intracerebrally 
implanted tumors. 2. Parent diaziquone appears to have a 
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t (1/2). beta, of approximately 30 min. The drug is rapidly and widely 
distributed to tissues as evidence by a t (1/2) . alpha . of 
approximately 1-3 min and a volume of distribution exceeding that 
of total body water. In addition, it rapidly penetrates the central 
nervous system, reaching peak concentrations (30-50% of 
corresponding plasma levels) in approximately one hour. Diaziquone 
is rapidly and extensively metabolized by the liver. 3. Diaziquone 
is a potent marrow suppressive agent inducing significant degrees of 
leukopenia, granulocytopenia, and thrombocytopenia in humans. 
Thrombocytopenia is often severe. Although myelosuppression is for 
the most part dose related, many patients had significant toxicity 
even at lower doses. Most investigators have attributed this to the 
extent of prior therapy. Diaziquone demonstrates a very 
steep dose-response relationship. Myelosuppression was the 
dose-limiting toxicity in all phase I trials. No nonhematologic 
dose -limiting toxicity has been identified to date. 4. In phase I 
and preliminary phase II trials, diaziquone has demonstrated 
activity against primary brain tumors. Little activity has been seen 
in other tumor categories. It should be noted, however, that all 
studies to date have been carried out in heavily pretreated 
patients. Because of the broad spectrum of antitumor activity in 
experimental murine tumors, the lack of nonhematologic dose-limiting 
toxicity, the ability of this drug to attain significant levels in 
the central nervous system, and the activity of the drug in primary 
brain tumors, further studies examining its role in the management 
of patients with cancer are warranted. These studies should be 
conducted in patients who have had little or no prior 
therapy in order to better evaluate the efficacy of the 
drug. 
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